Application No. 10/649,591 

AMENDMENTS TO THE SPECIFICATION 

Please amend the text starting at line 25 and ending at line 29 on page 16 as follows: 
Figure 34 illustrates an alignment of the human (SEP ID NO: 23) , mouse fSEOIDNO: 24) , and rat 
(SEP ID NO: 25) ColoUp5 (FoxQl) amino acid sequences. 

Figure 35 illustrates an alignment of the human (SEP ID NP: 26) , mouse (SEP ID NP: 27) , and rat 
(SEP ID NP: 28) ColoUp5 (FoxQl) nucleic acid sequences. 

Please amend the text at lines 14-15 on page 18 as follows: 
Figure 41 shows the amino acid sequence of the approximately 55 kDa C-terminal fragment of 
ColoUp2 (SEP ID NP: 21) that is a prominent secreted and serum form of ColoUp2. 

Please amend the text at lines 19-30 on page 33 as follows: 

A human ColoUpl nucleic acid sequence encodes a full-length protein of 1361 amino acids. 
SignalP VI. 1 predicts that human ColoUpl protein has an N-terminal signal peptide that is cleaved 
between either amino acids 30-31(ATS-TV) or amino acids 33-34 (TV A- AG). Four potential 
glycosylation sites are identified in ColoUpl protein. Further, ColoUpl protein is predicted to have 
multiple serine, threonine, and tyrosine phosphorylation sites for kinases such as protein kinase C, 
cAMP- and cGMP-dependent protein kinases, casein kinase II, and tyrosine kinases. The ColoUpl 
protein shares limited sequence homology to a human transmembrane protein 2 (See Scott et al. 
2000 Gene 246:265-74). A mouse ColoUpl homolog is identified in existing G e nBank GenBank© 
databases and is linked with mesoderm development (see Wines et al. 2001 Genomics. 88-98; 
G e nBank GenBank® entry AAG41062, AY007815 for the 1179 bp nucleic acid sequence entry, 
with 363/390 (93%) identities with human ColoUpl). 

Please amend the text at lines 1 7-28 on page 36 as follows: 

The ColoUp6 nucleic acid sequence encodes a full-length protein of 209 amino acids. The 
ColoUp6 protein is 99% identical to the C-terminal portion of keratin 23 (or cytokeratin 23, or the 
type I intermediate filament cytokeratin), and accordingly the term ColoUp6 includes both the 209 
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amino acid protein (and related nucleic acids, fragments, variants, etc.) and the cytokeratin 23 
amino acid sequence of G e nBank GenBank® entry BAA92054.1 (and related nucleic acids, 
fragments, variants, etc.). Keratin 23 mRNA was found highly induced in different pancreatic 
cancer cell lines in response to sodium butyrate. The keratin 23 protein has 422 amino acids, and 
has an intermediate filament signature sequence and extensive homology to type I keratins. It is 
suggested that keratin 23 is a novel member of the acidic keratin family that is induced in pancreatic 
cancer cells undergoing differentiation by a mechanism involving histone hyperacetylation (See 
Zhang et al. 2001 Genes Chromosomes Cancer. 30:123-35). 

Please amend the text spanning pages 37-38, starting at line 8 on page 37 and ending at line 2 
on page 38, as follows: 

Accordingly, in certain embodiments, the application provides isolated, purified or 
recombinant ColoUpl, ColoUp2, ColoUp3, ColoUp4, ColoUpS, ColoUp6, ColoUp7, ColoUp8 and 
osteopontin nucleic acids. In certain embodiments, such nucleic acids may encode a complete or 
partial ColoUp polypeptide or such nucleic acids may also be probes or primers useful for methods 
involving detection or amplification of ColoUp nucleic acids. In certain embodiments, a ColoUp 
nucleic acid is single-stranded or double-stranded and composed of natural nucleic acids, nucleotide 
analogs, or mixtures thereof. In certain embodiments, the application provides isolated, purified or 
recombinant nucleic acids comprising a nucleic acid sequence that is at least 90% identical to a 
nucleic acid sequence of any of SEQ ID Nos: [[3]] 4-12, or a complement thereof, and optionally at 
least 95%, 97%, 98%, 99%, 99.3%, 99.5%, 99.7% or 100% identical to a nucleic acid of any of 
SEQ ID Nos: [[3]] 4-12, or a complement thereof. In certain preferred embodiments, the 
application provides a isolated, purified or recombinant nucleic acids comprising a nucleic acid 
sequence that is at least 90%, 95%, 97%, 98%, 99%, 99.3%, 99.5%, 99.7% or 100% identical to a 
nucleic acid of any of SEQ ID Nos: 3- 4-12, or a complement thereof. In certain embodiments, the 
application provides isolated, purified or recombinant nucleic acids comprising a nucleic acid 
sequence that encodes a polypeptide that is at least 90% identical to an amino acid sequence of any 
of SEQ ID Nos: 1-3 or 13-21, or a complement thereof, and optionally at least 95%, 97%, 98%, 
99%, 99.3%, 99.5%, 99.7% or 100% identical to an amino acid sequence of any of SEQ ID Nos: 1- 
3 or 13-21, or a complement thereof. In certain preferred embodiments, the application provides 
isolated, purified or recombinant nucleic acids comprising a nucleic acid sequence that encodes a 
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polypeptide that is at least 90% identical to an amino acid sequence of any of SEQ ED Nos: 3, 14 or 
21, or a complement thereof, and optionally at least 95%, 97%, 98%, 99%, 99.3%, 99.5%, 99.7% or 
100% identical to an amino acid sequence of any of SEQ ID Nos: 3, 14 or 21, or a complement 
thereof. 

Please amend the text spanning pages 38-39, starting at line 3 on page 38 and ending at line 15 
on page 39, as follows: 

In further embodiments, the application provides expression constructs, vectors and cells 
comprising a ColoUp nucleic acid. Expression constructs are nucleic acid constructs that are 
designed to permit expression of an expressible nucleic acid (e.g. a ColoUp nucleic acid) in a 
suitable cell type or in vitro expression system. A variety of expression construct systems are, in 
view of this specification, well known in the art, and such systems generally include a promoter that 
is operably linked to the expressible nucleic acid. The promoter may be a constitutive promoter, as 
in the case of many viral promoters, or the promoter may be a conditional promoter, as in the case 
of the prokaryotic lacl-repressible, IPTG-inducible promoter and as in the case of the eukaryotic 
tetracycline-inducible promoter. Vectors refer to any nucleic acid that is capable of transporting 
another nucleic acid to which it has been linked between different cells or viruses. One type of 
vector is an episome, i.e., a nucleic acid capable of extra-chromosomal replication, such as a 
plasmid. Episome-type vectors typically carry an origin of replication that directs replication of the 
vector in a host cell. Another type of vector is an integrative vector that is designed to recombine 
with the genetic material of a host cell. Vectors may be both autonomously replicating and 
integrative, and the properties of a vector may differ depending on the cellular context (i.e. a vector 
may be autonomously replicating in one host cell type and purely integrative in another host cell 
type). Vectors capable of directing the expression of genes to which they are operatively linked are 
referred to herein as "expression vectors". Vectors that carry an expression construct are generally 
expression vectors. Vectors have been designed for a variety of cell types. For example, in the 
bacterium E. coli, commonly used vectors include pUC plasmids, pBR322 plasmids, pBlu e Script 
pBlueScript® and Ml 3 plasmids. In insect cells (e.g. SF-9, SF-21 and High Fiv e High-Five™ 
cells), commonly used vectors include BacPak6 BacPak™6 ( Clontech Clontech© ) and BaculoGold 
BaculoGold™ ( Pharmingen BP Pharmingen™ ) (both Clont e ch Clontech© and Pharming e n 
Pharmingen™ are divisions of Becton, Dickinson and Co., Franklin Lakes, New Jersey). In 
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mammalian cells (e.g. Chinese hamster ovary (CHO) cells, Vaco cells and human embryonic kidney 
(HEK) cells), commonly used vectors include pCMV vectors ( Stratag e ne Stratagene© , Inc., La 
Jolla, California), and pRK vectors. In certain embodiments, the application provides cells that 
comprise a ColoUp nucleic acid, particularly a recombinant ColoUp nucleic acid, such as an 
expression construct or vector that comprises a ColoUp nucleic acid. Cells may be eukaryotic or 
prolaryotic, depending on the anticipated use. Prokaryotic cells, especially E. coli, are particularly 
useful for storing and replicating nucleic acids, particularly nucleic acids carried on plasmid or viral 
vectors. Bacterial cells are also particularly useful for expressing nucleic acids to produce large 
quantities of recombinant protein, but bacterial cells do not usually mimic eukaryotic post- 
translational modifications, such as glycosylations or lipid-modifications, and so will tend to be less 
suitable for production of proteins in which the post-translational modification state is significant. 
Eukaryotic cells, and especially cell types such as insect cells that work with baculovirus-based 
protein expression systems, and Chinese hamster ovary cells, are good systems for expressing 
eukaryotic proteins that have significant post-translational modifications. Eukaryotic cells are also 
useful for studying various aspects of the function of eukaryotic proteins. For example, colon 
cancer cell lines are good model systems for studying the role of ColoUp genes and proteins in 
colon cancers. 

Please amend the text spanning pages 44-45, starting at line 27 on page 44 and ending at line 8 
on page 45, as follows: 

In addition, the techniques used to screen antibodies in order to identify a desirable antibody 
may influence the properties of the antibody obtained. For example, an antibody to be used for 
certain therapeutic purposes will preferably be able to target a particular cell type. Accordingly, to 
obtain antibodies of this type, it may be desirable to screen for antibodies that bind to cells that 
express the antigen of interest (e.g. by fluorescence activated cell sorting). Likewise, if an antibody 
is to be used for binding an antigen in solution, it may be desirable to test solution binding. A 
variety of different techniques are available for testing antibody: antigen interactions to identify 
particularly desirable antibodies. Such techniques include ELISAs, surface plasmon resonance 
binding assays (e.g. the Biacor e Biacore™ binding assay, Bia cor e Biacore™ AB, Uppsala, 
Sweden), sandwich assays (e.g. the paramagnetic bead system of IGEN International IGEN 
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International™ , Inc., Gaithersburg, Maryland), western blots, immunoprecipitation assays and 
immunohistochemistry. 

Please amend the text at lines 13-16 on page 51 as follows: 

The probe for ColoUpl was designed to recognize transcripts corresponding to gene 
KIAA1199, GenBank GenBank® entry AB033025, Unigene entry Hs.50081. A transcript 
corresponding to this gene was amplified by RT-PCR from colon cancer cell line Vaco-394. The 
sequence of this transcript is presented in Figure 3. 

Please amend the text at lines 1-7 on page 53 as follows: 

Probe ColoUp2 was designed to recognize transcripts corresponding to a noncoding EST, 
GenBank GenBank® entry AI357412, Unigene entry Hs.157601. By 5' RACE, database assembly, 
and ultimately RT-PCR, we cloned from a colon cancer cell line a novel protein encoding RNA 
transcript whose noncoding 3' UTR was shown to correspond to the ColoUp2 specified EST. This 
full length coding sequence was determined by RT-PCR amplification from colon cancer cell line 
Vaco503 and sequences are provided in Figure 4. 



3292029J 



6 



